METHODS: 1
labelled cRNA and hybridization were done using the Gene Expression Hybridization kit (Agilent 3
Technologies, In situ Hybridization kit, Part Number 5190-0404). Hybridization was carried out in 4 Agilent's Surehyb Chamber at 65º C for 16 h. The hybridized slides were washed using Agilent Gene 5
Expression wash buffers (Agilent Technologies, Part Number 5188-5327) and scanned using the Agilent 6
Microarray Scanner (Agilent Technologies, Part Number G2600D). 7
Feature Extraction: Data extraction from Images was done using Feature Extraction software Version 8 11.5 of Agilent. 9
Microarray Data Analysis: Images were quantified using Feature Extraction Software (Version-11.5 10 Agilent). Feature extracted raw data was analysed using GeneSpring GX software from Agilent. 11
Normalization of the data was done in GeneSpring GX using the 75 th percentile shift. Percentile shift 12 normalization is a global normalization, where the locations of all the spot intensities in an array are 13 adjusted. [This normalization takes each column in an experiment independently, and computes the n th 14 percentile of the expression values for this array, across all spots (where n has a range from 0-100 and 15 n=75 is the median). It subtracts this value from the expression value of each entity and fold expression 16 values were obtained with respect to Specific control Samples]. Significant genes up and down regulated 17 showing 0.6 fold (log 2) and above within the samples with respect to control sample were identified. 18
Differentially regulated genes were clustered using hierarchical clustering based on Pearson coefficient 19 correlation algorithm to identify significant gene expression patterns. 20 MBP and Zcf32-ZFN-MBP recombinant proteins were expressed in E. coli BL21 pLysS cells and the cell 23 lysates were prepared by sonication using lysis buffer (10 mM Tris-Cl pH 7.5 and 150 mM NaCl). The 24 supernatant was separated by centrifugation and allowed to bind with 100 μl of 50% slurry of amylose 25 beads (NEB) for 3 h at 4°C. This was followed by washing of beads with 20 ml of lysis buffer. MBP andZcf32 ZFN-MBP proteins were eluted from the column using a buffer (10 mM Tris-Cl pH 7.5, 150 mM 1 NaCl, 10 mM maltose). All the elutes were pooled and subjected to dialysis in buffer (10 mM Tris-Cl pH 2 7.5, 150 mM NaCl and 50% glycerol ) at 4ºC. The dialyzed proteins were checked for purity by running 3 on 8% SDS-PAGE. Protein concentrations were estimated by Bradford's method. 4
5

Chromatin immunoprecipitation assay 6
Formaldehyde cross-linked cells were resuspended in resuspension buffer (0.2 mM Tris-HCl pH, 9.4 and 7 10 mM DTT) and incubated at 30°C for 15 min on a shaker at 150 rpm. Cells were once washed with 8 spheroplasting buffer (1.2 M Sorbitol and 20 mM Na-HEPES, pH 7.5). Further, spheroplasting (95%) was 9 performed using lyticase (Sigma) at 30°C and 80 rpm. After getting 95% spheroplast formation, 10 spheroplasting was stopped by adding ice-cold post spheroplasting buffer (1.2 M Sorbitol, 1 mM MgCl 2 11 and 20 mM Na-PIPES pH 6.8). Spheroplasts were subsequently washed with ice-cold 1× PBS, Buffer I 12 (0.25% TritonX-100, 10 mM EDTA, 0.5 mM EGTA and 10 mM Na-HEPES pH 6.5), Buffer II (200 mM 13 NaCl, 1 mM EDTA, 0.5 mM EGTA, 10 mM Na-HEPES pH 6.5) and finally resuspended in extraction 14 buffer (140 mM NaCl, 1 mM EDTA, 50 mM K-HEPES, 0.1% sodium deoxycholate and 1% Triton X-15 100, pH 7.5) with protease inhibitor cocktail (Roche). Next, sonication was performed to get sheared 16 chromatin fragments of an average size of 300-700 bp by SONICS Vibra cell sonicator. The soluble 17 fraction of sheared chromatin was obtained by centrifuging the sonicated solution at 12,000 rpm for 30 18 min at 4°C. About 1/10th of total soluble chromatin (300 μl) was processed separately as total input 19 DNA. It was subjected to reverse crosslinking followed by RNaseA (Sigma) and ProteinaseK (Sigma) 20 treatment. The DNA was extracted with an equal volume of phenol / chloroform /isoamyl alcohol 21 Rest of the soluble chromatin solution was diluted 5.7-fold with IP dilution buffer (167 mM NaCl, 1.1 23 mM EDTA, 1.1% Triton X-100 and 167 mM Tris-HCl, pH 8.0) and divided equally into two tubes. 24
Rabbit anti-Protein A antibody was added to a final concentration of 8 μg ml -1 in one tube (+Ab) and no 25 antibody (−Ab) was added to the other. The tubes were slowly rotated overnight at 4°C. A slurry ofNext, beads were sequentially washed twice in 12.5 ml of extraction buffer, and once each in 12 ml of 1 extraction buffer containing 500 mM NaCl and LiCl wash buffer (10 mM Tris-HCl, pH 8, 250 mM LiCl, 2 0.5% sodium deoxycholate and1 mM EDTA) and TE. Beads were subjected to elution of IP complexes in 3 elution buffer (1/10 volume of IP dilution buffer) at 65°C overnight. This was followed by treatment with 4
RNaseA and Proteinase K. The DNA was extracted with an equal volume of phenol/chloroform/isoamyl 5 alcohol (25:24:1) in the presence of 0.4 M LiCl and precipitated with ethanol. Table S3 : List of strains used and generated in the study 2
Primer
Details Sequence Gene expression values are represented in the form of colour coded scale as shown at the bottom of the 23 heat map. Total 607 genes were found to be differentially regulated in the mutant compared to the wild-24 type. Out of which 428 genes were significantly upregulated and 169 were downregulated (Fold change ≥ 25 1.5, p-value ≤ 0.05). 
